ANDA 74-650 ' DEC 29 097

Hi-Tech Pharmacal Co., Inc.
Attention: Elan Bar-Giora
369 Bayview Avenue
Amityville, NY 11701

Dear Sir:

This is in reference to your abbreviated new drug application
dated March 20, 1995, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Sulfamethoxazole and
Trimethoprim Oral Suspension USP, 200 mg/40 mg per 5 mL.
Reference is also made to your amendments dated April 28 and 30,
September 3 and 4, 1997, and November 19, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Sulfamethoxazole and Trimethoprim Oral Suspension
USP, 200 mg/40 mg per S mL to be biocequivalent and, therefore,
therapeutically equivalent to the listed drug (Bactrim™ Pediatric
Suspension of Hoffman-La Roche Inc.). Your dissolution testing
should be incorporated into the stability and quality control
program using the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made. -

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug. -

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional - campaigns. Please submit all
proposed materials in draft- or mock-up form, not final print.
Submit both copies togethet with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
-(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that

materials for any subsequent advertising or promotional campaign

be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-240) with a completed Form FD-2253 at the
Director

time of their initial use.
%2/2%7
Office of Generic Drugs

Center for Drug Evaluation and Researdh

Singg;ely yours,

abouglas L.4g;;rn




SULFAMET#OXAZOLE
AND
SULFANETHONAZOLE ~ TRIMETHOPRIM
o ORAL SUSPENSION, USP

ORAL SUSPENSION, USP y
00 | € ma per S 200 mg [ 40 mg per 5 mL
Each teaspoonful (5 mL) contains: r
SulfamethoXazole . .. ...vevvnereirneneaniernanensen 200 mg -
TAMEthOPAM . .. .. 40 m
AICOROL .+ - vt eveveeee et eeaeas 0.26
CAUTION: Federal law USUAL DOSAGE: See package insert for dosage and ful  ~ -
prohibits dispensing prescribing information. %
without prescription.

Dispense in a tight, light-resistant container as defined in the USP.
Store at room temperature 15°-30°C (59°-86°F). Protect from light.

SHAKE WELL BEFORE USING.
16 fl 0z (473 mL)
HI-TECH PHARMACAL CO., INC.
Amityvilte, NY 11701

7 40017-824-16 8
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DESCRIPTION
and Trmethoprm Oral ion is & synthetic anthacterial combination product. Each teaspoontil (5 mL), lor oral administration, contains 200 mg ad
Omg wnammmmmnmmmmumwu ) sodium, citric acid (snhydrous),
. FDAC Red No. 40, and FOAC Bius No. 1, Ravor, glycerin, celulose, 80, saccharin sodium, sorbitol and water.
rmmszwawlcumnmmm&wmammuaﬂ,muwm
CiathpNOy. The sirvchucal formuta is= NH, ;
|
or ;
CH,
NH,
CH40 OCH,
OCH,
is N'-(S-methyl- 3¢ ;e uimmm,mmmmamwdm&mmmmc.ﬁ,w
The struchural forwuda is:
N\o
CUNICAL PHARMACOLOGY 2
Suttamethoxazole and imethoprim & repidly absorbed following oral administration. Both and i 'uﬂnnnbodnswwmmmﬂw
forms; sullamethoxazole siso exists as the con form. The ism of i by N,-acetylati nnhoughthe o hasboen
mrmwmdmnmvmmmumm4' hydmxydenvahvas Yheﬁsetrmso( are "
44% of i L mmu are bound 10 plasma proteins. Thamsetmedlﬂmpammawnm
deeveaasmeplmmd im by an insignificant degree; im does not influance the prolsin binding of sulfamethoxazole. -

Peak blood levels for the individual components accur 1 10 4 hours after oral administration. The mean serum hatl-dves of sulamethoxazole and trimethoprim are 10 and 8 10 10 hours,
fespectively. However, mmmwmmmmmnmmasemmemmdmw 1equwmq¢osageregmnmnmm(seeD0$AGEAND

ADMNISTNATIONsem)F amounts of fris and are present in the blood 24 hours after drug During ion of 160 mg
&nd 800 mg bid., ﬂ\emmmadymteplasmmmmdmmnwmwaﬂmwmThesteadysmemnpiamuleve&dﬁeewm
sunaumomobmﬂdwmmssumwThesesteadysmabwhmmdmmdaysddemmm
mmdmmwmsmwmwmnmmmmmmm ions of both -
trimethoprim are considerably higher than ane the concentrations in the biood. The wmdmmMnMMObnmmnﬁwwde -
nndwlanmhnmolesus%lmmalsuﬂameandsﬁj‘sbmeewmmm mmwmdmwm:wmlsm gas
2 When mi together as nedher L thﬂymm
o{lﬁaoﬂm
Both trimethoprim and mmmmmmmwmwnmhmmmmmuwmnmmwmmhmmqu""
excreted in breast milk. N
Micrablology: Suttamethoxazole inhibits bacterial syrthesis of hc acid by

mmmwmnmwmumm y
biosynthesis of nucleic aciis and proteins essential 1 many bacteria.

mmm«mmmmmmmmm
hmmdﬂmmmmmmmd

are usually
mmmmmmmn—md

ial activity and tri i -
middie ear exudate and Som bronchial secretions: Haamophits influenzae, inchading ampicain-resistart strains, wmmmmmmuﬁn_
usually susceptibie. mmmmmmmdmm(mqam bacterial gastroenteritis, E__-E_:
REPRESENTATIVE MINIMUM INHIBITORY CONCENTRATION VALUES FOR | grvens gt
SULFAMETHOXAZOLE AND TRIMETHOPRIM SUSCEPTIBLE ORGANISMS (MIC-mog/mL) [ ol
TMP/SMX (120)
™P SMX -
Bacteria Alone Alone T™MP SMX
Escherichia coli 00515 1.0-245 00505 09595
Escherichia coli 0.0150.15 0.285->850 0.0050.15 0.095-2.85
{enterotoxigenic strains)
Proteus species 0550 735300 00515 0.95-28.5
(indole positive)
Morganeila morganii 0550 7.35-300 00515 095285
Proteus mirabitis 0515 73530 0.05-0.15 0.95-2.85
Klgbsiefla species 01550 245245 00515 0.95-28.5 -
Elmbac!erweues 01550 245245 00515 085285 ~ .
influenzae 0.1515 28595 0.0150.15 0285-2.85
preumoniaz 01515 735245 0.050.15 095285
Shigella fexnerit <0.01-004 - <0.16>320 - <0.0020.03 0.04-0.625
Shigelia sonneit 0.020.08 0.625->320 0.004-0.06 0.08-1.25
TMP = Te TSMX =
tRudoy AC, Neison JD. Hattalin KC, Antimicrobial Agents Ch 5:439-443, May 1974,
The itative disc ibiity method may be used for estimating the of bacteria © L im 34 With this a report from -
the b yol 1o tri ands MMNM:M»MDM-QW“WKMMSW L
© the urine, ampond L aiso indicales that the infection is ikely 1o respond. A report of “Resistant to trimethoprim and

sullamethoxazole™ mmmmsmnwnwmwmm




24 w
g £ g .3
g3 » g Eg —Y
ok E £2
c >0 Saod
e7z3 E2E8
mO°g <o
zZ3 3 E =2
s & X &4
o= o s EF
INDICATIONS AND USAGE -
URINARY TRACT INFECTIONS: hmw«mmmu— -'.d'-""i-; ichis cof, IGsbsiela species, Erterobacer species,
Morganets morgani, Proteus mirabills, snd Protecs wigeris & is inlinl apisodes of y ions be reated with a single effective anthacterial agent
eather than the combination,
IGITEGTITISMEM. mmmumm-ﬁ-mun steains of Stre when in the judgment of the
and ofiers some Atag wu-dmm“‘l‘om Mmmdmnhm«ydmﬂmd
ww&mhdﬁiﬁuu&hp—d@. hdﬂ:ﬂhlmylﬂ
mmmmmmm«mummfwu o ons of due o straing of
Haemophius influenzae when in the judgment of the wn offers soms .—muammwum
SHIGELLOSIS: humammqmmdmmnmmmmwsw
mewacvsnsmmm For the For against Pry is cannd in who are
- vhestmi uquhn-mmm
TRAVELB\S‘WMEANMTS For the weatment of aweiers’ diarhes due D shaing of acaigesic £. cob.
CONTRAINDICATIONS
and we mis _ nun—-iuhm vily 1D ' ides and in patients with documernied megaloblastic anemia dus 1
folae deliciency. S and i W is also nmmd-—ammthmmunwhl\ui“
may cause kami Tei w1 and Sulfarn e i i infants less than wo months of aga.
WARNINGS
FATALITIES ASSOCIATED WITH THE ADMBISTRATION OF RARE, HAVE OCCURRED DUE TO SEVERE STEVENS-
mmmmmmmamm ANEMIA AND OTHER BLOOO DYSCRASIAS.
wuemouzm.smmmamusuouwsemscommnumsumwnwmmwwmmumw,
such as tash, sore throat, fever, Mmmmdmmmamwummdwm in rave instances & skin ash may be by
more severs reactions such as Stevens-Johason sy , f0xic: hepatic senous bioad disorder. Compiete blood counts should be done requently in patents
receiving suflonamides.
SULFAMETHOXAZOLE AND TRIMETHOPRIM SMOULDNOTBEUSEDNTIETEATHENT(FSMWHWTIS Clinical studies have documentad that patients with
group A §-hemolytic streincoccal m;mmdwmmmnmwmmmmmmm
penicillin, as evidenced by failure 10 eradicate this organism from the
PRECAUTIONS

General: &amﬂmmunmmmmmmm»mmmmammmmmmbmmm the elderly, ciwonic
mmmmﬂmy Mmmm mmnmm‘)mwﬂmwﬂhmaﬂemusmmm In
may occur. This maction is frequently dose-retated.

UummeEMedy Twemybeanwmdrﬁdsemmmnmm i ly whi hcati ti ameg.nwumdkﬂmyuwaiwhtmxu
bone (voe

v_Usalnthe of and for P is Carinii Pox in Patients With Acquired h-ddch:ySme(AlDS).MDSpaﬂutsnnymmu
mmmmmmuummunummsmn-ammumm fy
mnsummse)m.es.mwmmwuﬁsmmnmmhmmmmmwuumw
Wmummwmmumdmw— wnmansﬂmmnmwumnuﬁ-nm
and for A history of mild s ] hmmmuwnmmﬂudw

wmypophyhussﬂm lnmmmm«mq‘dmmw-n WARNINGS).

wnmmbnlor?lnuu mmumummmu&nmnmmmmm

ubomovy‘rem Wmmmummnp—-mmmmi-wmmnmnmmd-ymmw
should be Mnmmmumum-mmummwm

: leN\osepanammmmuim
‘u«i;tmmmmmmmqmmmm [ ncidence 42 with purpura has been reported.
" 4i-hds been reported that and may prolong the nnmmnwhmmmmmﬂumnm
wwmmswhmaﬁe‘qmww and the ns showkd be
e and i im may inhibit the hepati m—.nnmmwmummmw
. and the phy i lambymthn inisigring these drugs y nuhmhmmm
mmd@mmmmmmmmmm ',he
- DrugfLaboratory Test the mmmammwsmmmdbym

mbmngpmemuadmaque(CBPA)Mubamdﬂwwaamm:wummmmMM however, # methotrexate is measured by a
taioimmunoassay (RIA)

mmdmmmmmbmmmnmmmmmmmmu intine, resulting in imations of about 10% in the range of

nommal values.

Carci [ i of Fertility:

Wmmmmanmwemmcmmmmm with and tri

Mutagenesis: Bacterial mutagenic studies have not been with and tri M in inagion. Tri L was fobe genic in the Amgs

assay. No chromosomal damage was observed i human in vilro with and im alons of in inal used lood levels of

these compounds loliowing therapy with sutfa: and s m. Ob of Mmmwmammmwmmmmm

hwmd&ﬂrmmmmmuWWMMMMMWMMumum i im and 350 /day
ifamethoxazoke.

Pregnancy: Teralogenic Effects: Pregnancy Catagory C. In rats, oral doses of 533 mghAy or 200 mgfg v i produced ic effects mani mainly as cleft

palates.

newmmmarumsemmnmmsmmw or 192 moAy v In wo studies in rats, no teratlogy was

obsevvedeSlZﬂWd was used in -ﬁﬂl“dWhmmmd‘m"Mnmmmoﬂsm

355 mg/kg of was used in - with 88 mohqg; of ¥

lnmmmmmmhmmmmmmmw-wnmumﬁsmummm.




P SaliaN -

mmnmmwwmnmdmuw  pregnart women, Bruméftt and Purset, in a retrospactive study, mporiad the outcome of
mmmmnmmmmuw-mmmummmux(susqun-mm

plecebo snd 3.3% ¢4 of 120} in thoes Them _ h--maummmmmmmnumm
.mwmwm-uuu-puuu—ﬁ-hsama-mu-muu and 2t the time of o
shorlly theveatier. -

Secaise Fimetopin and Sullamethouasvie may interiere with folic ackd and vu W shoutd be usad during only i the potontial benell justies
e powential risk 1 the fetus.

Noterstogenic Efects: Ses CONTRAMMDICATIONS secson.
Nursing Mothers: See CONTRAMDICATIONS saction.

Pedintric Use: i is not um,—wmumuqemmmmmeewwmmmmsm.
ADVERSE REACTIONS
The most common adverse eflacts ave gastroimestinal distrbances vomilg. snovexia) and shergic 3kin seections (such a5 fash and urticaria). FATALITIES ASSOCIATED WITH

(nausea, .
THE ADMINSTRATION OF SULFONAMIDES, ALTHOUGH RARE, HAVE OCCURRED DUE TO SEVERE REACTIONS, INCLUDING STEVENSJOHNSON SYNDROME, TOXIC
EPIDERMAL MECROLYSIS, RULMINANT HEPATIC NECROSIS, AGRANULOCYTOSES, APLASTIC ANEMIA, AND OTHER BLOOD DYSCRASIAS (SEE WARNINGS SECTION).

w Ag-ulnqms.avhsﬁcmmh.“ ytopeni - i anemia, ic snemia,

Aletgnc" ioas: St Johy alorgic erythema ative dermais, angs druy fever, chils,
mmmmmmmmmmmm
wmum(mmdmmpmummmmdm i and biirubin, B ‘

glassitis, nausea, emesis, ahdominal pain, diahea, anorexia.
mwmlmmm WNWWmmmm«mmmmmmwm L
L neusitis, ataxia, vertigo, tinnitus, headache.

Endocrine: Theﬁlommdsheumw i %ies 1 Some diuretics ide and the thiazides) and oral hy ic agents. Cr fivity may-exist with
these agents. mmmhmummmwnmmm

Musculoskeletal: Arthraigia and myalgia.

Respiratory: Pukmonary infltrates.

OVERDOSAGE

Acute: The amount of & single doge of and wimethoprim that is eher associsted with o age or is ikaly 1 bo e g has not been reportad. Signs
and of reported with wdes include anorexia, Colic, Rausen, vomiting, dizzness. r and ' . Pyrexia, ia and i
may be noted. Mwmmmmmmmsdm

meMmmmmmmmmmwmmmWw
Gﬁnmwmdmmmmmmdmmummﬂmmumdwmlmmshmmhmnunomal
Acidification of the wine wil increase renal elimination of of rimethoprim. The paient should be monitored with blood counts and including ltn
meummwcwmmmummW*snmmwsmw

mmdsmm mmmmmmwmdnmmw:m i - i3 andfor
megaloblastic anemia. ¥ signs of bone marow depression accur, MMMNMMSNISWMWWWSM
DOSAGE AND ADMINISTRATION

mwumhmummmum.

Urinary Tract infections and Shigeltosis in Adults and Children, and Acute Otitis Media in Chitdren:

mmmmmnumdumm+ iong & four @0ml) and Tri im Oval L Y 12 howrs for 10 10 14 days. An
wmmswusmnmnamwm

Children: mwmhmmm-ynaMummm&ssnw i 40 mgfkg per 24 hours, given in two divided doses
mlzmulommwmwsmusmnnwum melollomlguﬂetsagmdeﬁneiumeanammmd this dosage:

Children two months of age o older:

Weight Dose - every 12 hours
kg
10
20
30
40

(5mL)
(10 mL)
(15 mL})
(20 mL)

83ENF
BN -

mehmswm.lmpu'udRmmm:meltmsMammmmwmumm:

Creatinine Clearance Recommended
(mL/min) Dosage Regimen
Above 30 Usual standard regimen

15-30 4 the usual regimen
Below 15 Use not recommended
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Acute Exacerbations of Chronic Bronchitis in Adusits:
:&umwhumdm ions of chronic i four 0 ml) and Oral 0N every 12 hours kr 14
Preumocystis Cariall Poeumonia: s
rmm-uau-:
The for patierds with usnmmwuﬁmmmwnumnhm
mmmemuunz‘qﬂmuﬁ.&n“huwiﬂdnw
Weight Doss - every 6 hours
b (7] Teaspoontuis
18 8 1 (5mL)
as 16 2 (omy
53 24 3 (15 mt)
70 32 4  (20m)
88 40 5  (5m)
106 48 6 (0my
141 64 8 (40 ml)
176 80 10 {50 mi)
For the lower Bmit dosa (15 mgfg tr im and 75 mofyg per 24 hours) administer 75% of the doss i the sbove table
Prophylaxis: .
Aduits:
The dosage for ylaxis in adults is four {20 o) of i L | ion dady $
Children:
hmuwm;mwmqaymmwmmmmﬂmmmwmhmmmm:ay.mammm
MWMG&MMM&D L ’mmmu.mhmm\mdmw children:
Body Surface Area Dose - every 12 hours -
(m?) Teaspooniuls
026 % (2.5 mL) _
0.53 1 (5mL)
1.06 2 (10 mL)
Travelers' Dissrhea in Adudts:
Fummndrm’mnmmwsm {20 mt) of and tri prim oral ion every 12 hours for 5 days.
HOW SUPPLIED
i Ocal Sy o USP is a purple, grape-fiavored ining 40 mg rimethoprim and 200 mg perSml supphed

o T
in 1 pint (473 mL) botes. (NDC 50383-824-163

mnmmuwmnwwmwmmmmm
Munumigmmmasﬁndnmw with a chéd-resistant closure (as sequired).

mwu«—ﬂ-— 9

1. KlunusP Duvivier J, C of Co i man after single and repeated doses. J Clin Pharmacol. Feb. - Mar. 1974; 14:112-117.

2 waqummdmwmmmmhnmemum|sn1mm 8547-8555.

3. Foderaf Register 1972, 37: 20527-20529.
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5. Hardy DW etal A ol F ia in patients with the acquired
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2.  ANDA #74-650
3. NAME AND ADDRESS OF APPLICANT

Hi-Tech Pharmacal Co., Inc.
Attention: Elan Bar-Giora
369 Bayview Avenue
Amityville, NY 11701

4. LEGAL BASIS for ANDA SUBMISSION

Approved application for Bactrim™ Oral Suspension
(Sulfamethoxazole and Trimethoprim Oral Suspension) of Roche

Laboratories.

5. SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

7. (0] OoP N

Sulfamethoxazole and Trimethoprim Oral Suspension USP,
200 mg/40 mg per 5 mL

8. S ov S (@)
N/A

9. AMENDMENTS AND OTHER DATES
Original Application Submission Date March 20, 1995
“Amendment Date May 8, 1995 J
—Major Amendment Date October 4Y 1996
Major Amendment Date November 27, 1996
$\Major Amendment Date April 30, 1997 (This Review)
Wew Correspondence Date May 1, 1997 (Request to Change
. VDeficiencies from Major to Minor)
“~{Telephone Amendment Date September 3, 1997 (This Review)
~Yelephone Amendment Date September 4, 1997 (This Review)

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial, Antipneumocystis Rx

12. RELATED IND/NDA/DMF(s)

13. DOSAGE FORM 14. POTENCY L
Suspension Sulfamethoxazole, 200 mg/5 mL
Trimethoprim, 40 mg/5 mL
15. CHEMICAL NAME AND STRUCTURE .

Sulfamethoxazole. C,H,;NsO,S. 253.28. Benzensulfonamide, 4-amino—-N- (5-
methyl-3-isoxazolyl)-.- 723-46-6., USP 23, page 1461.




Page 2

and

Trimethoprim. C,,HN,0;,. 290.32. 2,4-Pyrimidinediamine,5-{(3,4,5~
trimethoxyphenyl)methyl])-. 738-70-5. USP 23, page 1602.

16. RECORDS AND REPORTS
N/A

17. COMMENTS
See Individual Sections; Comments from deficiency letter are
followed by firm's response. The review also includes
firm's response to the Tcon. between Mr. James Wilson and
the firm (9/3/97), and to the Tcon. between Mr. James
Wilson, Dr. Vilayat Sayeed, and the firm (9/4/97).

18. CONCLUSIONS AND RECOMMENDATIONS
Approvable ,
19. REVIEWER: DATE_COMPLETED:

U.S. Atwal ! December 12, 1997




ANDA 74-650 APPROVAL SUMMARY

DRUG PRODUCT: Sulfamethoxazole and Trimethoprim Oral Suspension USP,
200 mg/40 mg per 5 mL.

FIRM: Hi-Tech Pharmacal Co., Inc.

DOSAGE FORM: Oral Suspension

STRENGTH: 200 mg/40 mg per 5 mL

CGMP STATEMENT/EIR UPDATE STATUS: EER Acceptable Date August 27, 1997
BIO STUDY: APPROVE, Letter Sent on June 12, 1997

VALIDATION: DS and DP are compendial

STABILITY:Three months accelerated, 40°C, and three moenths room
temperature, 25°C, data in the market package size, 16 oz white HDPE
container, provided. The container/closure system used for the stability
study is equivalent to the system proposed for commercial use. All
reported data are within specifications as listed. Thus, a 24 month

expiration date is justified.

Tests and specifications for the drug product on stability'include:

LABELING: APPROVE, Review Date 12/2/1997
STERILIZATION VALIDATION: (IF APPLICABLE): N/A

SIZE OF BIO BATCH:The bio batch, #401824 is also one of the two test
batches (#401824, drug substance source, , and #601824, drug
substance source, ; Batch size in each case being

&

SIZE OF STABILITY BATCHES:Stability batches are the same as test batches,
#401824 and #601824 and one stability batch, #401824, is the bio batch.

PROPOSED PRODUCTION BATCHES: The proposed production batch sizes are
and The manufacturing process for production batches
is the same as that for test batches.




CHEMIST:

SUPERVISOR:

DATE: /2//¢ [ 97

DATE :




ANDA 74-650

JN ) 2 199

Hi-Tech Pharmacal Co., Inc.
Attention: Elan Bar-Giora
369 Bayview Avenue
Amityville NY 11701

Dear Sir: i

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 ()]
of the Federal Food, Drug and Cosmetic Act for Sulfamethoxazole and Trimethoprim Oral
Suspension USP, 200 mg/40 mg per 5 mL.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time. '
2. The production batch for marketing this product should not exceed

3. The following dissolution testing will need to be incorporated into your stability and quality
control programs:

The dissolution testing should be conducted in a medium of 899 ml of water and 1 ml of 0.2
NHCL, at 37°C, using USP 23 Apparatus II (Paddle) at 50 rpm. The test drug should meet
the following specifications:

Not less thar (Q) of the labeled amount of each component of the
drug in the dosage form is dissolved in 60 minutes.




Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




JUN | O 1997

Sulfamethoxazole and Hi-Tech Pharmacal Co. Inc.
Trimethoprim Oral Suspension Amityville, New York
200mg/40mg per 5Sml Submission Dated:

ANDA #74-650 November 27, 1996
Reviewer: Sikta Pradhan April 28, 1997

WP #74650AD.N96

The firm has previously conducted an in vivo bioequivalence study under fasting conditions in
healthy male volunteers on its test product, Sulfamethoxazole (200mg/5ml) and Trimethoprim
(40mg/5ml) Oral Suspension USP, and the reference product, Bactrim® Oral Suspension (200 mg/40
mg in 5ml) manufactured by Roche Laboratories. The study was found to be incompiete by the
Division of Bioequivalence as the firm did not conduct the comparative dissolution testing on the
test and reference products.

In this amendment, the firm has provided the comparative dissolution testing data as requested by
the Agency on February 15, 1996.

The products employed in the jn vivo study are as follows:
(reviewer:Ramona M. Hawkins)

1) Test Product -Trimethoprim (40mg/5ml) and Sulfamethoxazole (200mg/5ml)
Suspension Lot # 401-824
Manufacturer: Hi-Tech Pharmacal Co.
The batch size has been stated as being

) Rgfmcg_mlg -Trimethoprim (40mg/5ml) and Sulfamethoxazole (200mg/5ml)"
(Bactrim) Pediatric Suspension Lot # 2110
Manufacturer: Roche Laboratories

The firm has conducted the comparative dissolution testing on two lots of the test product
produced from raw materials obtained from two different sources. As the first source
of raw material (source of bio lot) is no longer available, the firm intends to manufacture
their product from the raw materials obtained from the second source. The dissolution
testing data are presented below:




Table 1 In Vitro Dissolution Testing

Drug: Sulfamethoxazole and Trimethoprim Oral Suspension

Dose Strength: 200mg/40mg per Sml
ANDA No.:74-650

Firm:Hi-Tech Pharmacal Co. Inc.
Submission Date:November 27, 1996

I.__ Conditions for Dissolution Testing: NON-USe, EDA METHOD

USP XXIII: Paddle: RPM: 50

No. Units Tested: 12

Medium:Dilute HC] (899ml water and 1.0 mL of 0.2N HCI) Volume: 900 mL

Specifications: a 60 minutes both components

Reference Drug: Bactrim® Oral Suspension (200 mg/40 mg in 5ml) -
manufactured by Roche Laboratories.

Assay Methodology: )
II. _Resuits of In Vitro Dissolution Testing: Sulfamethoxazole ‘ )
Sampling Test Product (produced from raw materials Reference Product
Times obtained from old source) : Lot#2111
(Minutes) Lot # 401-824 Strength(mg) 200 mg/5 mL
Strength(mg) 200 mg/5 mL suspension

suspension

Mean % Range %CV_ | Mean % Range 1 %Ccv
15 60.5 6.4 86.0 33
30 67.1 4.2 86.1 2.6
45 72.0 2.9 85.0 23
60 74.9 4.9 85.8 ‘ 1.9
111. Results of In Vitro Dissolution Testing: Trimethoprim
Sampling Test Product (produced from raw materials Reference Product
Times obtained from old source) Lot #2111
(Minutes) Lot # 401-824 Strength(mg) 40 mg/5 mL

Strength(mg) 40 mg/5 mL suspension

suspension

Mean % Range %CV__| Mean % Range %CV
15 93.8 1.5 104.1 - 111
30 96.2 2.1 105.0 0.8
45 98.0 L 2.5 105.0 «| 0.8

! /

60 99.1 ’ 2.6 104.6 - 0.9




IV. Results of In Vitro Dissolution Testing: Sulfamethoxazole

Sampling Test Product (produced from raw materials Reference Product
Times obtained from 2nd source) Lot #
(Minutes) Lot # 601-824 Strength(mg)
Strength(mg) 200 mg/ 5 mL

suspension

Mean % Range %CV Mean % Range %CV
15 87.9 52
30 85.9 1.8
45 873 2.9
60- 86.7 2.6
V. Results of In Vitro Dissolution Testing: Trimethoprim i
Sampling Test Product (produced from raw materials Reference Product
Times obtained from 2nd source) Lot # -
(Minutes) Lot # 601-824 Strength(mg)

Strength(mg) 40 mg/ S mL

suspension

Mean % Range %CV Mean % Range %CV
15 1059 1.0
30 106.1 1.2
45 105.5 1.1
60 106.8 1.02

Comments:

1. The firm has previously conducted an acceptable in vivo bioequivalence study under fasting
conditions in healthy male volunteers on its test product, Sulfamethoxazole (200mg/5ml)
and Trimethoprim (40mg/5ml) Oral Suspension USP, lot# 401-824 (using old raw material)
and the reference product, Bactrim® Oral Suspension (200 mg/40 mg in 5ml) manufactured
by Roche Laboratories.

2. The comparative dissolution testing conducted on the test product, lot# 601-824 using new
raw material (from new source) and on the reference product, lot# 2111, is acceptable.
However, perhaps due to long exposure, the Sulfamethoxazole component of the test lot#,
401-824, manfactured on February 23, 1994 using old source of raw material did not meet
the dissolution testing specnﬁcatlon ‘ 1n 60 minutes),.

3. There is no change in formulations of two test products produced from two different sources

(see table 2, attached).




4. Batch size of the test broduct on which the bioequivalence study was conducted was only
and therefore, the firm should be informed that their production batch for
marketing the product should not exceed

Recommendations:

1. The in vivo bioequivalence study conducted by Hi-Tech Pharmacal Co,. Inc. on its
Sulfamethoxazole and Trimethoprim Oral Suspension, 200mg/400mg per Sml, Lot
#401-824, comparing it to Bactrim (Sulfamethoxazole and Trimethoprim) Oral Suspension,
200mg/400mg/5ml manufactured by Roche Laboratories, has been found acceptable to the
Division of Bioequivalence. The study demonstrates that the test product is bioequivalent
to the reference product, Bactrim (Sulfamethoxazole and Trimethoprim) Oral Suspension,
200mg/400mg/5Sml manufactured by Roche.

2. The comparative dissolution testing conducted on the test product, lot# 601-824(using new
raw materials) and on the reference product, lot# 2111 has been found acceptable to the
Division of Bioequivalence. There is no change in formulations of two test products
produced from two different sources (see table 2, attached). Therefore, the waiver of in vivo
bioequivalence study on the test product, lot# 601-824, is granted.

3. The dissolution testing should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted in a medium of 899 ml of
water and 1 ml of 0.2 N HCL, at 37°C, using USP XXIII Apparatus II (Paddle) at 50 rpm.
The test drug should meet the following specifications:

Not less thap Q) of the labeled amount of each component of the
drug in the dosage form is dissolved in 60 minutes.

4. The firm should be informed of the above comments and recommendations.

7 —
‘Sikta Pradhan, Ph.D.

Division of Bioequivalence
Review Branch I

RD INITIALED YCHUANG ' ¢
FT INITIALED YCHUANZ __,___ — / /4 ,

Concur: . - Ilol'qq
F icholas'FIdischer, Ph.D - G 7

Director, Division of Bioequivalence
cc:  ANDA # 74-650AD.N96 (original, duplicate), HFD-652 (Huang, Pradhan), HFD-650
(Director), Drug File, Division File.
SP/04-08-97/04-16-97/5-5-97/6-5-97/X:\wpfile\Biofinal\746 50 AD.N96
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Table 2

COMPARISON OF FORMULATIONS
BI-TECH’S SCLFAMETHOXAZOLE AND TRIMETHOPRIM SUSFENSION
(Sulfamethosazole 2¢9 mg & Trimethoprim 40 mg)
Lots 401-824 and 601-§24

and

ROCHE LABORATORIES’ BACTRIM SGSPENSION .

Hi-Tech's Hi-Tech’s
Selfzmethoxazole Sutfamethoxazole
Roche & Tcmethoprim & Trimethoprim
Laborzrories Orzl Suspension Oral Suspersion
Bactrim Lot 401-824 Lot 601-824
Sulfamsthoxazole 200 mg 200 mg 200 my -
Trimethopsim 40 mg 40 mg 40 mg _
Alsd copsains: Alcohol 0.3% Alconoi 0.26% Alsohol 0.26%
Methyiparaten Metbvipareben Medhylparahen
Propylparaben -— —
Edeware Disodinm —_— —_
— Scdnm Benzoazs Sodivm Benzoate
—_ Certoxymethyl- Caboxymathyl-
celluloss Sodiom. celintose Sodivm
Cirde Acid Climis Acid Cimic Acid

TD&C Reg No. 40 FD&C Red No. 40

FD&C Yellow Nc. §

FD&C Blue No. 1

Flavors Gragpe Flavor
Glyceon Givcedn
Mizrocrysiallins Mooy suiline
Cziinlose Ceiiviose
Polvsarbars 30 Polysostars SO
Sacchasiz Sochun Succhazia Sodiur
Sorbirct Sotsind
Sun=thicons —
Sucrose —_

 Purified Water Purified Waeer

FD&C Red No. 40

FD&C Blee No. 1
Grape Flavor
Glyeerin

"’

Microcrysealline
Cellnlose

Poiysorbatz §0

Sorbiwl

Purified Water
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FEB | 2 1996
Sulfamethoxazole and Hi-Tech Pharmacal Co. Inc.
Trimethoprim Oral Suspension Amityville, New York
200mg/40mg per 5mi Submission Dated:
ANDA #74-650 March 20, 1995
Reviewer: Ramona McCarthy Amendment: May 10, 1995
WP #74650S.395

Review of a Bioequivalence Study and Dissolution Data

This submission provides for a bioequivalence study on this product as compared with
the reference product, Bactrim (trimethoprim and sulfamethoxazole) Suspension.  The
product contains active ingredients in the same strength and dosage form as the
reference listed drug. This formulation differs from the reference product, Bactrim
Suspension, in the amount of alcohol, in the preservatives and the flavor.

The composition of the product is as follows:

Each 5mi (teaspoonful) contains:

Sulfamethoxazole, USP

Trimethoprim, USP

Methylparaben, NF

Sodium Benzoate, NF

Microcrystalline Cellulose and
Carboxymethyicellulose Sodium, NF

Glycerin JSP

Sodium Saccharin, USP

Sorbitol Solution » USP

Polysorbate 80, NF

Grape Flavor, naturai and Artificial

Citric Acid, Anhydrous, USP
FD & C Red No. 40

FD & C Blue No. 1

Alcohol 95%, USP

Equivalent to absolute alcohol
Purified Water, USP

The batch size has been stated as being

200.0mg -
40.0mg

Q.S



The objective of the study is to compare the bioavailability of suifamethoxazole and
trimethoprim from the two products tested. The study design is a single dose two-way

crossover study employing 20 subjects and a 800mg/160mg in 20ml oral suspensior
dose.

The study was conducted by the .

under the supervision of as the principal investigator. The
customary informed consent forms were included along with the review by the National
Institutional Review Board, which were acceptable.

Clinical dates: Phase 1, 10/20/94-10/22/94; Phase 2, 10/27/94-10/29/94
Analytical dates: 12/11/94-12/21/94.

The study employed twenty male subjects, 18-60 years of age, not more than +15%
from ideal weight for his height as defined by Metropoilitan Life Insurance Co. The
subjects had to be free of any history of asthma, cardiovascutar, neurological, hepatic,
renal, hematopoietic (particularly megaloblastic anemia) gastrointestinal or on-going
infectious disease, aicohol or drug abuse, as evidenced by a medical history and
physical examination within 30 days prior to the start of the study. Blood chemistry
(alkaline phosphatase, glucose, SGOT, SGPT, LDH, BUN, GGT, creatinine, bilirubin,
electrolytes), hematology (hemogiobin, hematocrit, red blood cell count, white blood
cell count, differential, platelet count), and urinalysis values within clinically acceptable
limits were performed within 30 days prior to the start of the study. The subjects could
have no known allergy to trimethoprim, suifcnamides, or suifa drugs; no prescription
drugs within 14 days, or OTC medications within 7 days of the first drug administration;
no alcohol consumption for at least 24 hours prior to drug administration: no caffeine
for at least 12 hours prior to dosing. The subjects had to have negative HIV 1, no

hepatitis B surface antigen, and urine screen for drugs of abuse within 30 days prior to
the start of the study.

The products empioyed in this study are as follows:

(1) Test Product - Trimethoprim (40mg/5mi) and Sulfamethoxazole (200mg/5mi)
Suspension Lot # 401-824
Manufacturer: Hi-Tech Pharmacal Co.

(2) Reference Product - Trimethoprim (40mg/5mt) and Sulfamethoxazole
(200mg/5mt) (Bactrim) Pediatric Suspension Lot # 2110
Manufacturer: Roche Laboratories

(89



Potency (Lot # 401-824)

Ingredient Limits Results Mean_
Suifamethoxazoie 102.7%
101.3% 102.25%
102.3%
Trimethoprim 103.2%
102.4% 101.9%
- 100.3%

The subjects were dosed as follows:

The subjects fasted for no fewer than 10 hours prior to drug administration and until 5
hours postdose. 800mg suifamethoxazole and 160mg trimethoprim (20ml of
suspension) was administered at 0 hour with 240ml of water. 15mi venous blood was
taken in Vacutainers with no anticoagulant at 0.5, 1, 1.5, 2 ,2.5, 3, 4, 6, 8, 10, 12, 16,
24 and 36 hours (15 samples). An additional 15ml sample was taken at zero hour of

phase 1. The serum was separated, transferred to labeled tubes, and promptly frozen
at - 20°C for analysis. -






reassayed.

Pharmacokinetic and Statistical Analysis

The statistical analysis was performed at . using SAS version
6.08 and PROC GLM for the ANOVA. All parameters were analyzed by ANOVA and

the F - test to determine statistically significant (x=0.05) differences between the drug
formuiations.

Twenty subjects enrolled in the study and completed the ciinical portion of the study.
All of their serum samples were assayed. Twenty sets of data were used in the
analyses for suifamethoxazole and trimethoprim.

The serum levels of sulfamethoxazole and trimethoprim were measured for 36 hours
after drug administration. They were used to calculate the area under the
concentration-time curve (AUC) by linear interpolation between consecutive drug
levels. AUC O-T was calculated from zero to the last non-zero concentration C(T).

AUC o-Infinity was calculated by extrapolation of AUC o-T by C(T)/KE. The elimination
rate constant (KE) was estimated by linear least squares fitting of the logarithms of the
last five concentrations versus time. Half-life (HL=In 2/KE), CMax, TMAX and

CMAX/AUC O-INF were also reported.

All parameters, inciuding the logarithmic transformations of AUC, Cmax, and

CMAX/AUC O-INF were analyzed b)'; ANOVA using Type lll sum of squares to determine
statistically significant differences (0=0.05). The least squares means are computed
using the general linear model with effects for sequence, subject nested within
sequence, phase and drug.



The power of the study to detect a 20% difference in parameters as statistically
significant (a@=0.05) was calculated using the sample estimates and significance level
of the central Student's t-distribution.

The 90% confidence intervals about the ratios of the test/reference means were
calculated using the least squares means and the standard error of the formulation
difference from the ANOVA. The detailed analyses and tabulations are presented in
Statistical Appendix I.

Results
Sulfamethoxazole

The concentration of suifamethoxazole at each time point is summarized in Table A.
There were significant (x=0.05) differences in mean concentrations between the -
formulations at 0.5, 1, 1.5, 2 and 4 hours after dosing. The time courses of

sulfamethoxazole concentration after the two products are piotted and shown in Figure
1 (attached).

The arithmetic mean + standard deviation for each parameter is tabulated in Table 1
(attached) and the results of the analysis of variance are presented in Table 2
(attached). There were statistically significant differences between the formuiations for
AUC o-T, LNAUC o-T, AUC o-INF, LNAUC o-iNF, CMAax, LNCMAX, and KE. Based on
the least squares means of the logarithmically transformed parameters, the AUC O-T
and AUC O-INF for the test product were 7% and 6% lower than the respective
estimates for the reference product. The CMAX for the test product was 7% lower than
that for the reference product and occurred at the same time. Based on the logarithmic
transformation, the 90% confidence intervals about the ratios of test/reference means
for AUC o-T, AUC o-INF and Cmax were within the 0.8-1.25 limit when the Hi-Tech
suspension was compared to the Roche suspension (AUC o-T [0.91; 0.96], AUC O-INF
[0.92; 0.96], and CMAX [0.90; 0.97]).

Trimethoprim

The concentration of trimethoprim at each time point after each product is summarized
in Table B. There were significant (x=0.05) differences in mean concentrations
between the formuiations at 0.5 and 10 hours after dosing. The time courses of
trimethoprim concentration after the two products are plotted (Figure 2 attached). The
arithmetic mean + standard deviation for each parameter is tabulated in Table 3 and
the results of the analysis of variance are presented in Table 4 (both are attached).

There were statistically significant differences between the formulations for Cmax, LN
Cmax, KE, CMAXJAUC 0-INF, and LN CMAX/AUC O-INF.



A significant sequence effect (a=0.10) was observed for the trimethoprim AUC o-T, LN
AUC o-T, AUC o-INF and LNAUC o-INF. The guidance "Statistical Procedures for
Bioequivalence Studies Using a Standard Two-Treatment Crossover Design” states
that a statistically significant sequence effect may be acceptable provided (Nitisa
single dose study; (2) it includes only healthy, normal subjects; (3) the drug is not an
endogenous entity; and (4) a more than adequate wash-out period has been allowed
between the phases of the study, and in the second phase, the pre-dose biological
matrix samples do not exhibit any detectable drug level in all subjects. This study
meets all these requirements.

Based on the least squares means of the logarithmically transformed parameters, the
AUC o-t and AUC O-INF for the test product were 2% and 3% higher than the respective
estimates for the reference product. The CMAX for the test product was 5% lower than
that for the reference product and occurred 29% later (2.1 hr versus 1.6 hr). Based on
the logarithmic transformation, the 90% confidence intervals about the ratios of -
test/reference means for AUC o-T, AUC o4NF and CMAX were within the 0.80 - 1.25
limit when the Hi-Tech suspension was compared to the Roche suspension, (AUC o-T
[0.99; 1.06], AUC o-INF {1.00; 1.07], and CMAX [0.92; 0.99]).

Comments

1. The results indicate that the 90% confidence intervals for AUC o-T, AUC O-NF

and CMAX for both the sulfamethoxazole and trimethoprim are all within the
acceptable range, based on the logarithmic transformation.

2. Accordingly, the study has been found acceptable. However, the application is
incomplete from a bioequivalence point of view, in that there was an omission of
comparative dissolution data.

Recommendation
The firm should be advised as follows:

1. The bioequivalence study conducted by Hi-Tech Pharmacal Co, Inc. onits
Sulfamethoxazole and Trimethoprim QOral Suspension, 200mg/400mg per Sml,
Lot #401-824, comparing it to Bactrim (Sulfamethoxazole and Trimethoprim)
Oral Suspension, 200mg/400mg/5mi manufactured by Roche Laboratories, has
been found incomplete by the Division of Bioequivalence. The application is
incomplete from the bioequivalence point of view, in that there was an omission
of comparative dissolution data.

2. Comparative dissolution testing must be performed on 12 individuai dosage
units of both the reference product and test product, employing the same lots
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used in the bioequivalence study. The testing should be conducted in a medium
of 899 ml of water and 1 ml of 0.2 N HCL, at 37°C, using USP XXIll Apparatus |l
(Paddie) at 50 rpm, at 15,30,45 and 60 minutes. All raw data should be
submitted along with the means, range and % RSD at each sampling interval.

|4 é"/
Ramona M. Hawkins
Division of Bioequivaience
Review Branch |

RD INITIALED YCHUANG ‘
FT INITIALED YCHUANG____ _ Date >/ 5/5¢,
A\ ™\

Concur: Date %//?// 2&

K&th’C Chan, Ph.D . '
Director
Division of Bioequivalence

cc: ANDA # 74-650 (original, duplicate), HFD-600 (Hare), HFD-630, HFD-652 (Huang,
Hawkins), Drug File, Division File

RMH/dmb/120895/WP # 74650S.395




Table A-Mean Sulfamethoxazole Serum Levels (meg/mi)
(after 800mg/20mi Oral Suspension Dose)

Time (hrs) Test () SD Reference (*) S.D.
0 0.00 0.00 0.00 0.00
0.5 28.95 13.65 38.80 1720
1.0 38.53 13.06 44 .43 13.80
15 41.12 13.39 48.54 1246
20 44 11 13.45 48.81 1042
25 4542 8.18 49.83 12.10
3.0 4537 8.04 47.05 9.30
40 4129 5.05 43.57 6.31
6.0 35.06 5.53 36.75 6.11
8.0 30.66 5.55 3224 6.57
10.0 26.71 4.57 26.60 522
12.0 21.47 3.87 21.88 472
16.0 16.39 3.48 17.60 4.96
240 10.48 2.98 10.86 325 B
36.0 462 208 4.82 2.05
*Hi-Tech Product **Roche Product (Bactrim)

Mean Pharmacokinetic Parameters R

Parameter Test cv Reference cv Test/
' Reference
(%) (%)

AUC

(meg mrithr) 667.0 19.0 | 7157 19.9 0.93
AUC O-INF

mecg mi*hr 745.7 223 | 7936 23.1 0.94

CMAX mcg/mi 51.22 177 55.10 214 0.93
TMAX (hr) 1.875 395 1.875 473 1.00
HALF Life (hr) 10.34 18.3 10.66 141 0.97
Rate Constant 0.0690 16.7 0.0661 13.0 1.04

(hr?)




Table B.-Mean Trimethoprim Serum Levels *(mcg/mi)

Time (hrs) Test + S.D. Reference ++ S.D.
0
0.5 0.870 0.353 1.171 0.473
1.0 1.397 0274 1.519 0.423
1.5 1.469 0.307 1.555 0.301
2.0 1.460 0271 1.511 0272
25 1.430 0226 1.547 0.371
3.0 1.424 0217 1.459 0271
40 1.296 0.171 1.309 0.184
6.0 1.095 0.155 1.086 0.173
8.0 0.971 0.168 0.953 0.159
10.0 0.861 0.136 0.816 0.130
12.0 0.686 0.123 0.665 0.150
16.0 0.531 0.127 0.501 0.125
24.0 0.309 0.100 0.284 0.103
36.0 0.113 0.105 0.081 0.103
“After 160 mg/20mi Oral Suspension
+Hi-Tech Product ++Roche Product (Bactrim)
Mean Pharmacokinetic Parameters
Parameter Test cv Reference cv Test/
Reference
(%) (%)
AUC
(mcg mi'hr) 2049 20.2 | 20.06 206 1.02
AUC O-INF
meg mi'hr | 23.53 21.4 | 22.84 22.0 1.03
CMAX mcg/mi 1.62 193 | 1.71 21.0 0.95
TMAX (hr) 2.10 333 1.63 445 1.29
HALF Life (hr) 10.01 271 9.51 304 1.05
Rate Constant 0.0734 23.3 | 0.0787 27.2 0.93
(hr")
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U HI-TECH 1PHARMACAL CO., INC.

369 BAYVIEW AVENUE AMITYVILLE, N.Y.11701
(516) 789-8228

October 4, 1996

cTEME A

SAEE PP RN
Rashmikant M, Patel, Ph.D. ,ﬁﬂ/ifﬁ
Director ;/Q_)

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation & Research
Food & Drug Administration

Metro Park North II

7500 Standish Place

Room 150

Rockville, MD 20855

Re: Major Amendment to Pending ANDA .
Product: Sulfamethoxazole and Trimethoprim Oral Suspension USP
200 mg/40 mg per 5 nL ’
ANDA 74-650
Dear Dr. Patel:
Reference is made to our abbreviated new drug application dated
March 20, 1995, our amendment dated May 8, 1995 and your letter
dated March 4, 1996.
Submitted herewith is our response to your comments.

If you have any gquestions concerning the submitted information,
please feel free to call Elan Bar-Giora at 516-789-8228.

Sincerely,
HI-TECH PHARMACAL CO., INC.

)
CE Llon /Sor-qance

Elan Bar-Giora
Executive Vice President

EB:jc ,
Enc. = ‘




‘ HI-TECH IPHARMACAL CO.,, INC.
369 BAYVIEW AVENUE AMITYVILLE, N.Y.11701

(516) 789-8228
September 3, 1997
Director L
Office of Generic Drugs %A URIC AMERUMeR
Center for Drug Evaluation & Research / o
Food & Drug Administration /47742%2

Metro Park North II
7500 Standish Place
Room 150

Rockville, MD 20855

Re: Telephone Amendment
Sulfamethoxazole & Trimethoprim Oral Suspension USP
ANDA 74-650 -

Dear Sir: , .

Reference 1is made to the above cited abbreviated new drug
application and our telephone conversation of September 3, 1997
with Mr. Jim Wilson, Project Manager.

As per Mr. Wilson’s request, submitted herewith are Method-149-2
(Specifications for In-Process, Finished Product Release and
Stability Testing of Sulfamethoxazole and Trimethoprim Oral
Suspension, USP) revised to include the following dissolution
specifications:

Not less than \Q) of the labeled amount of each
component of the drug in the dosage form is dissolved
in 60 minutes.

Additionally, we are enclosing a stability protocol and finished
product specifications revised to include dissolution testing.

If you have any questions concerning the submitted information,
please feel free to call Elan Bar-Giora at 516-789-8228, extension
108. '

Sincerely,

HI-TECH PHARMACAL CO., INC.
77 .

(';Il.-- ($“‘-‘)‘w(/\/_'.

Elan Bar-Giora

Executive Vice President

" RECEIVED ¥
SEP 4 - 1997

GENERIC DRUGS

EB:jc
Enc.




" HI-TECH | PHARMACAL CO., INC.

(516) 789-8228

September 4, 1997

369 BAYVIEW AVENUE AMITYVILLE, N.Y.11701

NDA LRI i eNT

Director

Office of Generic Drugs A%/C}C
Center for Drug Evaluation & Research =

Food & Drug Administration
Metro Park North II

7500 Standish Place

Room 150

Rockville, MD 20855

Re: Telephone Amendment .

Sulfamethoxazole & Trimethoprim Oral Suspension USP
ANDA 74-650

Dear Sir:

Reference is made to the above cited abbreviated new drug

application and our telephone conversation of September 4, 1997

with Mr. Jim Wilson, Project Manager and Dr. V. Sayeed.

As per Dr. Sayeed's request, submitted herewith are stability

specifications for Sulfamethoxazole and Trimethoprim Oral

Suspension, USP.

If you have any questions concerning the submitted information,

please feel free to call Elan Bar-Giora at 516-789-8228, extension

108.

Sincerely,

HI-TECH P CAL CO., INC.

:"\ i
!
’P . b= i/‘/\a

Elan Bar-Giora
Executive Vice President

EB:jc
Enc.
R=CZ" D
SFP R - 1997
GENERIC DRUGS



CHI-TECH | PHARMACAL CO., INC.

369 BAYVIEW AVENUE AMITYVILLE, N.Y\ 1170}
(516) 789-8228

May 1, 1997

Director

Office of Generic Drugs

Center for Drug Evaluation & Research

Food & Drug Administration

Metro Park North II

7500 Standish Place

Room 150 - |
Rockville, MD 20855 1

Re: General Correspondence to Pending ANDA
Product: Sulfamethoxazole/Trimethoprim Oral
Suspension USP 200 mg/40 mg per 5 mL
ANDA 74-650

Dear Sir:

Reference is made to the above abbreviated new drug application
dated March 20, 1995 and our major amendment dated April 30, 1997.

Hi-Tech used Sulfamethoxazole and Trimethoprim manufactured by

to produce the exhibit batch submitted in this
abbreviated new drug application. nad an explosion
in their facility during April, 1995.

In a major amendment dated March 4, 1996 (almost one year after
submission) the agency recommended that Hi-Tech amend the
application to provide for new sources of the two active drug
substances. Hi-Tech addressed all of the agency’s concerns in the
major amendment on October 4, 1996 (except for the new exhibit
batch) and submitted all of the information relative to the new
batch in a major amendment dated November 27, 1996.

In response to our major amendments of October 4 and November 27,
Hi-Tech received another major amendment dated Aprll 18, 1997 with
revisions to the package insert and only eight minor chemistry
comments - and most of the comments are asking for clarification of
manufacturing instructions which Hi-Tech feels could have been
answered in a telephone call or at most, a minor amendment.

~ U\
RN
~N)
ot e p— - \) ~
. !_UL. - &D \\5 .'\
< AN

NAY 0 5 1997
GENERID DRUGS




Page Two
Director, Office of Generic Drugs
May 1, 1997

In view of the above, Hi-Tech respectfully requests the agency to
reconsider and change this major amendment to a minor amendment.
This product is very important to Hi-Tech. Thank you for your
cooperation. -

Sincerely,
HI-TECH PHARMACAL CO., INC.

<;;;(C\ {?;>O°SUUJ\"

Elan Bar-Giora
Executive Vice President

EB:jcC
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PHARMAGAL CO., INC. ¢
369 BAYVIEW AVENUEJ AMITYVILLE, N.Y.1170%

(516) 789-8228

April 30, 1997

Director -
Office of Generic Drugs ! (V
Center for Drug Evaluation & Research ~ Z 4Lmu£/

Food & Drug Administration N
Metro Park North II ne
7500 Standish Place B IVERVEN
Room 150 L.
Rockville, MD 20855

Re: Major Amendment to Pending ANDA
Product: Sulfamethoxazole/Trimethoprim Oral
Suspension USP 200 mg/40 mg per 5 mL
ANDA 74-650
Dear Sir:
Reference is made to the above abbreviated new drug application,
our amendment dated November 27, 1996 and the agency’s major
amendment dated April 18, 1997.
Submitted herewith is our response to your comments.

If you have any questions concerning the submitted information,
please feel free to call Elan Bar-Giora at 516-789-8228.

Sincerely,
HI-TECH PHARMACAL CO., INC.

C‘__’h \/% - Wil

Elan Bar-Giora
Executive Vice President

EB:jc o
-Enc.

- RECENED 7

MAY U 11997

GENERIE BRUGS
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(518) 789-8228
November 27, 1996

Director

Office of Generic Drugs

Center for Drug Evaluation & Research
Metro Park North II

7500 Standish Place

Room 150

Rockville, MD 20855 MAJOR AMENDMENT

Re: Major Amendment to Pending ANDA
Product: Sulfamethoxazole and Trimethoprim Oral Suspension
200 mg/40 mg per 5 mL

ANDA 74-650

Dear Sir: ' -

Reference is made to the above mentioned abbreviated new drug
application dated March 20, 1995 for Sulfamethoxazole and
Trimethoprim Oral Suspension, the agency’'s major amendment dated
March 4, 1996 and Hi-Tech’s response to that amendment dated
October 4, 1996.

As recommended in comment A4 of the March 4, 1996 FDA letter, Hi-
Tech is amending our application to provide for new sources of the
two active drug substances. Submitted in this amendment is all of
the information relative to the new exhibit batch manufactured
using the new source drug substances. This new exhibit batch meets
the requirements of the original batch. Draft labeling revised in
accordance with the agency’s recommendations of March 4, 1996 was

submitted in our major amendment dated October 4, 1996. The
packaging components are exactly the same those as previously
submitted.

Following this cover letter, please find all of the information
relative to the new exhibit batch. This submission contains an
archival copy (two volumes) and a review copy (two volumes).

If you have any questions concerning this amendment, please contact
Elan Bar-Giora at 516-789-8228. '

Sincerely,

HI-TECH PHARMACAL CO., INC.

P Lt

—

: p Z7 T =
QLH > ~§ e~ T T
Elan Bar-Giora pec \) 3\9%

Executive Vice President

EB:jc

| HI-TECH | PHARMACAL CO., INC. N
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PHARMAGAL CO., INC.

May 8, 1995 - 1/
AMENDMENE

Ms. Yana Ruth Mille }/,&;g
Acting Director =
Division of Labeling & Program Support

Office of Generic Drugs

Center for Drug Evaluation & Research

FOOD & DRUG ADMINISTRATION

Metro Park North II

7500 Standish Place

Rockville, MD 20855-2773

369 BAYVIEW AVENUE AMITYVILLE, N.Y.11701
(516) 789- 82258/

RE: ANDA 74-650 -
SULFAMETHOXAZOLE & TRIMETHOPRIM ORAL SUSPENSION USP
200 mg/40 mg per 5 mL

Dear Madam:

Reference is made to the agency’s communication dated April 24,
1995 in which you refuse to file this ANDA under 21 CFR 314.101
(d) (3) because we have failed to address the marketing exclusivity
granted to the listed drug.

Enclosed please find a revised exclusivity statement and four
copies of draft insert labeling revised to eliminate this
indication.

Additionally, we are enclosing a side-by-side comparison of our
proposed labeling with differences annotated and explained.

If you have any questions concerning the submitted information,
please contact Elan Bar-Giora at 516-789-8228.

Sincerely,

HI-TECH PHARMACAL CO., INC.

<:_j\¢- (g o~ <»LLL40—\

Elan Bar-Giora ¢
Executive Vice Pre51dent

EB:jc - RECEIVED

Enc.

MAY 10 195
- GENERIC DRUGS




| HI-TECH | PHARMACAL CO,, INC.

369 BAYVIEW AVENUE AMITYVILLE, N.Y. 11701
(516) 789-8228
March 20, 1995

Director

Office of Generic Drugs

Center for Drug Evaluation & Research
FOOD & DRUG ADMINISTRATION
Metro Park North II

HFD-600, Room 150

7500 Standish Place

Rockville, MD 20855-2773

RE: SULFAMETHOXAZOLE & TRIMETHOPRIM ORAL SUSPENSION

Dear Sir:

Pursuant to 21 CFR part 314.92, subpart C and Section 505(j) of the Federal Food, Drug and
Cosmetic Act, we are submitting an Abbreviated New Drug Application for Sulfamethoxazole
and Trimethoprim Oral Suspension. This submission contains an archival copy (six volumes)
‘and a review copy (six volumes) in addition to a method validation package.

The product is an oral suspension which contains active ingredients in the same strength and
dosage form as the reference listed drug, Bactrim Suspension (Roche’s NDA 17-560). The
formulation of Hi-Tech’s product differs from Bactrim in the amount of alcohol, in the
preservatives and the flavor. This product was formulated to closely resemble Septra Grape
Suspension manufactured by Burroughs Wellcome, also listed in the Approved Drug Products
with Therapeutic Equivalence Evaluations, 14th Edition with an AB rating. The reference listed
drug, Bactrim, identified in the Approved Drug Products with Therapeutic Equivalence
Evaluations, 14th Edition is listed with a bioequivalence rating of AB.

The labeling of the new drug is the same as that of Bactrim for changes that are necessary due
to a change in the manufacturer and the above listed ingredient differences.

Following this cover letter, please find the Certification required by the Generic Drug
Enforcement Act of 1992, and the Office of Generic Drugs letter dated January 15, 1993 and
our certification that a true copy of this application has been submitted to the New York District
Office. The required patent certification information to show that the drug product provided
in this application is the same as the listed drug and a completed Form FDA 356h are “also
included.

If you have any questions concerning this ANDA, please contact Elan Bar-Giora at 516-789-
8228. We look forward to your prompt review of the submitted information.

Sincerely, )
HI-TECH PHARMACAL CO., INC. oI TR

C,/ A<‘- Z‘ PR s

Elan Bar-Giora
Executive Vice President e et g

Enc.




